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A specific clinical protocol for use toward therapy of defective, diseased and 
damaged cholinergic neurons in the mammalian brain, of particular usefulness for 
treatment of neurodegenerative conditions such as Alzheimer 1 s disease. The protocol 
is practiced by delivering a definite concentration of recombinant neurotrophin 
into, or within close proximity of, identified defective, diseased or damaged brain 
cells. Using a viral vector, the concentration of neurotrophin delivered as part of 
a neurotrophic composition varies from 10. sup. 10 to 10. sup. 15 neurotrophin encoding 
viral particles/ml of composition fluid. Each delivery site receives from 2.5 .mu.l 
to 25 .mu.l of neurotrophic composition, delivered slowly, as in over a period of 
time ranging upwards of 10 minutes/delivery site. Each delivery site is at, or 
within 500 .mu.m of, a targeted cell, and no more than about 10 mm from another 
delivery site. Stable in situ neurotrophin expression can be achieved for 12 
months, or longer. 

17 Claims, 0 Drawing figures 
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ART-UNIT: 165 

PRIMARY- EXAMINER : Elliott; George C. 
ASSISTANT-EXAMINER: Epps; Janet L. 

ATT Y- AGENT- FIRM : Clark & Elbing LLP Bierker-Brady; Kristina 
ABSTRACT : 

The invention features purified nucleic acid encoding a novel internal ribosome 
entry site (IRES) sequence from the X-linked inhibitor of apoptosis (XIAP) gene. 
The invention also features methods for using the XIAP IRES to increase cap- 
independent translation of polypeptide coding sequences linked to the XIAP IRES, 
and methods for isolating compounds that modulate cap-independent translation. 
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ABSTRACT : 

A specific clinical protocol for use toward therapy of defective, diseased and 
damaged neurons in the mammalian brain, of particular usefulness for treatment of 
neurodegenerative conditions such as Parkinson ! s disease and Alzheimer 1 s disease. 
The protocol is practiced by directly delivering a definite concentration of 
recombinant neurotrophin, into a targeted region of the brain using an expression 
vector. The neurotrophin is delivered to, or within close proximity of, identified 
defective, diseased or damaged brain cells. The method stimulates growth of 
targeted neurons, and reversal of functional deficits associated with the 
neurodegenerative disease being treated. 
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ABSTRACT : 

The invention relates to a method of delivering exogenous DNA to a target cell of 
the mammalian central nervous system using an adeno-associated virus (AAV) -derived 
vector. Also included in the invention are the AAV-derived vectors containing 
exogenous DNA which encodes a protein or proteins which treat nervous system 
disease, and a method of treating such disease. 

15 Claims, 11 Drawing figures 
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